The tridecapeptide neurotensine has been the subject of increased interest since its discovery and characterization in the brain1). Aspects of its pharmacology include physiological effects both in the periphery and the central nervous system2). In order to elucidate further its pathophysiological role, neurotensin agonists and antagonists are needed.
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In the course of our screening program to find substances that displace the neurotensin from its receptor, a receptor binding assay using guinea-pig brain membranes was performed according to GOEDERT eluted with MeOH. The methanolic solution was taken to dryness under reduced pressure to yield 60mg of the pure metabolite as a beige powder. The physico-chemical properties of the metabolite RP 66453 are summarized in Table 1 . Its structure (Fig. 1) was assigned by NMR studies. The spectral properties of this metabolite suggested it was a peptide. The 1H and 13C NMR spectral data are shown in Table 2 . The molecular formula C33H36N4O8 was derived from 1H, 13C NMR, MS spectra and elemental analysis. 1H-1H COSY and HOHAHA experiments allowed to identify four spin systems corresponding to three modified tyrosine residues and one isoleucine residue. HSQC and HMBC experiments (Fig. 2) indicated that the isoleucine residue was located at the second position in the sequence of this tetrapeptide. C-8 as well as C-10 and C-12 bore no protons. Long range proton-carbon correlations between H-9 and C-10 and between H-15 and C-8 led to the identification of a bond between C-8 and C-10. The 13C The CD3OH signal was used as reference (1H, 3.2 ppm and 13C, 49.5 ppm). The coupling constants (Hz) are in parentheses.
chemical shifts of C-12 (154.5 ppm) and C-11 (144.7 ppm) as well as the observation of strong NOES between the aromatic proton H-13 and the four aromatic protons H-17, H-18, H-20, H-21 allowed to identify the biaryl ether bridge between C-12 and C-16. Linking C-11 to C-16 was excluded after molecular modeling studies (steric hindrance). All these data suggested the structure 
